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m m # 

IL-6) 7^^^-^ b^^A/t?^5o 

&KJE&#j|ciH!ft7*J»;*J<£T (hearing loss) fe9[*Srt: 
f,tltV^S (Satoh H et al. , Laryngoscope. 2002 Sep ; 112 ( 9 ) : 16 

27-34) o KLH (keyhole limpet hemocyanin) fctt^ 

— CD & A £ o T 51 # j@ r $ ft ifcft 4 1 *3 it 5 ft & EL J£ \t , TNF- 
a *5 £XfiIL-l & & &m> UT*5 0 , TNF- a ^ 4ft 4* <^ ^ A ^ & M & 31 £ 

jBrttV^Srf:, *5 J; TNF-a IfiMJfc <fc»3U&;*J*£T£gB#l&fc 
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##fFI&:$£l Satoh H et al. , Laryngoscope. 2002 Sep;112 
(9) :1627-34 

0J , \H 3? l*f *3 ± rj? / £ ^ B5 <A & <z> & ^ 

Mil £ U 5 tf5t©^&5, 

wr^^^-zv^. mm^^wm. ^-f^^tt^^^. ^an^rt^ 

^^*rC{$^, fl|*.tfMR16-l#L#'T?S>3o 

2 



WO 2005/089802 



PCT/JP2005/006202 



^ ^ d ' si X h (D ^ ffl o 

[2] ttftai^?^*^. itif-efes, CI] fcfB«<£>te/Bo 

[3] «triB«w»J»*s, pt^ai-/u?p!, ^ts-rt^Pt^ «^>r/w 

^teftSP^, >fkfflH4l^5^, iliJ^fl-frif *^H:l»#e«aiH:SH-r 
Sltllt'fcS, [2] ^IB«^)^ffio 

[4] jft«JEKas. ^^ttlf > *Att»W*^»«WJtW*C*> 
5, [2] ^ISftO^ffio 

[5] atr ib «trjii**^*5, [i] KiBfcoteJBo 
[6] iitria ?^^-;vm, mmnm^^r^nmm^ 

^^ittists mm^^xhz , [5] ^ibsco^j^o 

[7] tfjfBIL-6T =* — * h #K IL-6^W#^*fi"S #L#^fc 
5, [1] ~ [6] (DVN-f tbJ^fclB**©*^- 

[8] HulBIL-6^^#:{-*f-t-S^:#:^, lL-6g&#: K *f f 5 ^ / 

[9] ffl IB IL-6g 5 t ML-6S^#l:^t5 

^ y ^ p — -tvi^flc-x? s , [8] \z%e>i&<Dtizmo 

[10] |ufBIL-6g^#:^*i-i-S^;#:^, ^ £ * IL-6^^# ^i" 
§ ^ j $ & [8] MfB*ctf>^fflo 

[11] |tjlBIL-6^^#:^^-r StfEfM^ illii^ftt'fcS, [ 
7] ~ [10] (DV^TtL^^fB«^^ffio 

[12] ttlBt ML-6St#{-Mt§^/ * n --^#l£M^ PM-1 
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#l W -V £> 5 , [ 9 ] {-fB^co^^o 

[13] tufB"^ i> X lh-e^m^KMir 5 ^ / 9 * —•r/l/tfifa&, MR 
16-1^l#:-I? 5 , [10] K&m&Qzmo 

[14] ^rfBIL-6^^#:^*fi-5^:#^, lL-6g^#fc*f-f- § * * 
9irifc. fc h §Hb#L#:* fc b^C#:T?fe5, [7] ~ [13] tf^ 

[15] flHBIL-6g£#te:*f-*-5 t Mftt##, t 

[14] ^fBl^tfflo 
[1] IL-6T h SrS#-TS r t Sr-g-^-e^S, 1*1 IP I* 

[2] MfBrt?^*^, ItliT^feS, [1] JJl|B*0^«fe. 

^tt^^^s teflftftrt^ifc, ffiass**^ feH -r 

Sfl8#JHl»T?*>5, [2] fcffi«^«fe„ 

[4] ^Wil^^, ^ttHtJSL =BAte»SJ«*fcW:«W8tJ»-e*> 
5 , [ 2 ] KLfBHc©^ &c 0 

[5] tfrlBrtiPl**^ HtlSI^«T*fe5. [1] fo%e.m<DJj&o 

[6] atria ffirjgi**#, ^^^-^^ wm&B0k i &itfcmvti&. 

[7] fu!BIL-6T =f h lL-6%:mfcfcM1rZ>tfifcX*h 
5, [1] ~ [6] (D^-rtLfrte&WKDft&o 

[8] litriBIL-6^i##fc;ft-?-5 il-6^^# K Mi~ 5 * / 

^ * — •?-/l'£t#:-C*&5, [7] icffi^O^jfeo 

[9] fl(rlBIL-6g^E#:H:*f-r5trLfr^ % fc ML-6§tfl^f5 

^y^p-f/vftftfcS, [8] m SB 8s o 

[10] ttrlBIL-6^^#:fc*J--r ^ x IL-6§:^#: $<: 

4 



WO 2005/089802 



PCT/JP2005/006202 



[ii] mmiL-6%:mfcfctt~tz>tf>fai> % ^ »»ii^*t-S)5, [ 

7] ~ [10] CD V^-ftb^ ^|B^^>^"^o 

[12] iff IE t h IL-6S*^m»*r 5 * / * * --^iKHMS, pm-1 

[9] ^fatt^^feo 
[13] fufS^ # x IL-6S^#^^i^^ * ^ * 13 -"^fctfM^ MR 
16-l#L#-e 3 , [10] M IB 4fe 0> # 8s - 

[14] |ulBIL-6S^#:^^-r 5*rC^M § > IL-6^ ® W K ft "f § ^ ^ 
t MWtfcftt hfeL#:-C'fe5, [7] ~ [13] tf^ 

[15] ff)fBIL-6^^#:}-^i-5 t Mtt#i5\ t h §KfcPM-l£i; 
#:T?S>5, [14] fcfBft^^feo 

mitt, **«l©»ft**U, 3*«©JSI«[»f!iJ; t)f^S4U/c 
^*(Df!tm^^VW£*5tt5> #BKO#LlL-6Rfc Mftftft (MR1 

0 3 ft, SD7 s> h &frfc o ^ <£> 4R 4 1 *3 5 , TNF 

HI 4 ft, SD7 y h ^W#^^f Srff Jfeofc^cW^fc^ttS, IL-6 
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0 5ti, SD9 y h ^W*A^SrfTJ&o^«©«^^*3*t IL-1 

g6 ft, gUfi-W 2 fc:J8V^, 6 B# K^©SD7 s> h ©ii 

Vectastein ABC kitHliO, Jtl X IL-6-|^# : £r.fflV > >''tIL-6 ; £: 

^ffi ufc^:fll:£^1-l2l®ftffl ^ i : *"?&3o 
lsI7», mmm 2 ic^t, tf«f 6 u#iBfc©sD7 ^ h 

Vectastein ABC kitKlJ: 5 , ^ * # £ T IL-6 £ 

HI 8 W:. C57BL/6J^ ^ ^ mi24dB<£>ifi:*:W £ 2NFPBAWU^:«^ 
#3§§J!<£)MR16-1 4 T?W» Ufc*rLlL-6Rt MW) Xte 

7 y MgG (MM) ^^Ufcft^ft:?^^^*^^ to* al s 
TAT3, Erk&tfAkt. tt/fc!) ^gl<bSTAT3, Erk& Akt (O & %L % $9 

^ K MMir 3 1t#><DMc&L<D1&Wi 
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IL-6^B|0^fU#H^ 2 (BSF2) 5 V^ft/f y ^-7 * p V ^ 2 

^f4^^M#-T §^"f^Hf- ^ UT3SJl£tb (Hirano, T. et al. ,Na 
ture (1986) 324, 73-76 ) , t©t, « * <£> » © IB |£# Sr 
R&T&tik'&V-'f h * 4 tb % - ^ s K b ft o 1t (Akira, S 

. et al. , Adv. in Immunology (1993) 54, 1-78) „ IL-6«. T V 

^^mmmm<Dj%m4k%mmirz ^ ttm^z^x^z (Lotz, m. 

et al. , J. Exp. Med. (1988) 167, 1253-1258) 0 

^- So — o « N iL-6*s3te-a-rs ^^-»^80kD^ y # ^ Ke^tts e 

flt <£> IL-6^^#^T? & § (Taga, T. et al. , J. Exp. Med. (1987) 1 
66, 967-981, Yamasaki, K. et al. , Science (1987) 241, 825-82 

8) . iL-6g##»* mmm*nmvxmmm±^mm>irz>Mm&m 
©tote. (Dmm^mmfr & & z^^&iL-e^tmi* t u^f 

130kD <£>)g^6ICgpl30 T*fc5o IL-6g^# » IL-6/ IL-6g: 

^lIl^Sr^J&L^ ^V>T*gpl30 5 n K X 9 > IL-6© 

£.%!l ! ¥&}?£&* i Mti&ftfcfcm£]nZ> (Taga, T. et al. , Cell (198 

9) 58, 573-581) „ 

|t*fe5 0 m^-e^, IL-6^M-f-S^L# (^lIL-6^l#) , IL-6g 

(^IL-6^^^*l#) , SPl30 fc*ft5ftft 
gP 130 , IL-6B«#:, IL-6X^IL-6g^^^^^7°^ K^tf* 
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£l IL-6g »!1 M U TEL, V^<o^©i^*Sfc5 (Novick, 

D. et al. , Hybridoma (1991) 10, 137-146 N Huang, Y. W. et al 
. , Hybridoma (1993) 12, 621-630 , @ BRtfW tBS^ 51 ##W0 95- 
09873 , 7 9 V^WfFffi«^M##FR 2694767, IS # fF # #US 5 
21628 ) o ^(D-oT'IjS^^ ^^C#:PM-1 (Hirata, Y. et al. , J 
. Immunol. (1989) 143, 2900-2906) <D *B & ^ i£ (CDR; com 
plementarity determining region ) §r t h^^^^llt 5 ^ t 
£ 0 # £ ft fc h M^PM-l^i#:^^p £>ftTV^ (Sllg#!*Fffifg£rllS 
#^-W0 92-19759 ) „ 

T?J>5, ;£ b < t h IL-6^^#:^*fi-§ * J 9 v —-J-sisifLVfX 

IL-e^^fcteM-tZ ^ y 9 n — -t/VtfiWb LT»PM-1^l#^^^^ 
ft, * fc-^ ? ^ IL-6g^#:fc*|-1-3 ^ / y 12 — 'Tfl'tiLfo t ttttMR 

§ 0 t hlftS^lt t b ftS^-ffc* It (reshaped) fc h #l 

*3§BJ|-T?<KJ1 £ft5 IL-6T =f ~X h tt, rt^P»*©?&iR43 £ 

IL-6T V* =?~* h tt. IL-6fcl £ 5 IL-6 
tf>£^^ift?&ft Sria^-T 5 HfSC"? S> 5 o IL-6T V * ^~ ^ h 0 
£U<teIL-6. IL-6^^#:^t^gpl30 O ^ -f ft *f 5 IE. 

#CIL-6#C#\ trC IL-6^^#:^l#: , £rLgpl30 #C#\ IL-6B£^#, *Tig 
teIL-6S§#3fc3£#:fc 5 v^ IL-6X f4 IL-6^:^{£ <£>fB#^ K*5 

8 



WO 2005/089802 



PCT/JP2005/006202 



teJB $ fb§$rLiL-6^c#: nt, wfcm%mmm&<v^ / 

i©i^ft#HTIt MH166 (Matsuda, T. et al. , Eur. J. 
Immunol. (1988) 18, 951-956) ^SK2 (Sato, K. et al. , 

%2\n B*:fe^^*&£?. #^|B^(199D 21, 166) f^#lf ^ 

tut, r*i*a#o^jse*ftfctfc#ot^ftu, 

© x ^ y — ~ v ^ m £ t> > * / ^ n — ^-/WJfe^L^g^KHli&S:^^ 

-tflfctf, WiWl^Iiltftl^St hIL-6tt, Eur. J 
. Biochem (1987) 168, 543-550 , J. Immunol. (1988) 140, 153 
4-1541 , & 5 VMSAgr. Biol. Chem. (1990) 54, 2685-2688 \Z ffi 
* $ tbfcIL-65t^ J ?/'T => / m@B^'J £rffl ^ 5 r b \c i o T# btiZ 

o 
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Htit ^-f^y K — v 1 1 ^ § 5 % <£> , *5 J; ^SftfS^X^lft 

N IL-6<7ML-6g^#: — ©^^^Sf U T IL-6<D £ 4^ ^ 1^ ?£f£ *H 

Lttt, MR16-1#l#: (Tamura, T. et al. Proc 
. Natl. Acad. Sci. USA (1993) 90, 11924-11928), PM-1#l#: (Hi 
rata, Y. et al. , J. Immunol. (1989) 143, 2900-2906) , AUK12- 
20#C#:, AUK64-7 #l #: & AUK146-15 ( H # fF £B M 4£ HI 

#^-W0 92-19759) & b tl & 0 rtlb©HT\ # fc: & U 

te: rfrjiC lTllf 1 ^ifcH 6 ) fc, ^J&tg¥ (1989¥) 7 
N FERM BP-2998 2: Lt/^ h &*&fc:2£^£ SK*f6 & *tT 3 
0 £fc, MR16-1 tft-ffcjg^'W R--^#fflJfe$H2, Rat-mouse hy 

bridoma MR16-1 IT, & & ff & 2fe A £ H ft fff *& W Bf # fF £ 
m^rifc±^?- (iilo<»'$IlTH#l c P*^6) fc, ±P 
j$ 9 # (1997^) 3 13 0 fc, FERM BP-5875 lt77^^ h^^J 
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<5 o 

gUtl#^ffiM^llfl##EP 325474 in, * * IL-6^5g# i* B 
# 4$ f^ftS ¥3-155795^^ IB ^£ tbfcIL-6g^# 

HtJ& U T 5 ^ CD (eJ?#'|4lL-6S^#0 (Yasukawa, K. et al. , J 
. Biochem. (1990) 108, 673-676) t <D — ^ & 5 o pJ^^IL-6 
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fc h IL-6g^#£ a - K1" 5 cDNA 7*7 * 5 KpIBIBSF2R £ 
-%^-rZ>±MM (E.coli) ¥^t£^ (1989*0 U9 0#ti 

<|^IlTll#ini6) Kl, HB101-PIBIBSF2R Ht, § 
f6#-^FERM BP-2232£ h ^ $J ^ S <5 # H B5 # 16 * ^ "C 

X-mm £^53jLgpl30 #C#:i: It, # K nf?L»% ft * <D * / * pr - 
K-7|:i4^5tO> & J; at 45 ^ X 3* ft # ife i 
feOiJfcS, ^ «g P 130 ^^tS^IU!), IL-6/IL-6 

:©J;5^PHtS, AM64#C#: (#13^3-219894-^^^), 4 
Blltnl^*5 £tf2H4#L# (US 5571513) B-S12£rL# *5 J; tfB-P8tfc# ( 
8-291199# if # 3Mf £> ft 5 «» 
^gpl30^-y * n-t^I^'f^!) K-^»^ 

aT0i5fctt#itt5, -T gpi3 
& & #fbft5&^*fflJ&£Mm^iffl^Ifci^fc iot^o*» 

te:£V^ m*.&s %Lft&%<D&ft$il& t Lttffl £ft5g P 130 f*, 
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Bfc#l4$ffl : ttiK&M#-§'EP 411946 fc§B^ £ tl/fcgpl30 st{5^/T^ 
gP 130 (Dst^^lB^J^^^P^B^^^ ^|fcfAUTl§*H 
g^jOg P 130 ^e®^^^cO^^-C«^b, ^(D«Mgpl30 

5 iH^^gpi3o lesittoses^ oa^s e st sr^^^M t u 

T ffl ~C % ct „ 

S (Phosphate-Buffered Saline ) £ 3S £ ^ T? 51 S * * * 

# 5> ft 5 o 

p — jjffl US tt , tT'lt, ^fti <£>5ft* (DmtifoW, Mx.^> P3X63Ag8.6 
53 (Kearney, J. F. et al. J. Immnol. (1979) 123, 1548-1550) 

13 



WO 2005/089802 



PCT/JP2005/006202 



P3X63Ag8U. 1 (Current Topics in Microbiology and Immunolog 
y (1978) 81, 1-7) „ NS-1 (Kohler. G. and Milstein, C. Eur. J 
. Immunol. (1976) 6, 511-519 ) , MPC-11 (Margulies. D. H. et 
al. , Cell (1976) 8, 405-415 ) , SP2/0 (Shulman, M. et al. , 
Nature (1978) 276, 269-270 ) , FO (de St. Groth, S. F. et a 
1. , J. Immunol. Methods (1980) 35, 1-21 ) , S194 (Trowbridge 
, I. S. J. Exp. Med. (1978) 148, 313-323) , R210 (Galfre, G. 
et al. , Nature (1979) 277, 131-133 ) ^M^H^iJl £ ^ 3 <, 

fc t X. IS , 5: =r ^ > b <Dj5& (Kohler. G. and Milstein, 

C. , Methods Enzymol. (1981) 73, 3-46) m ^ £ X ft 5 ^ t # 

ztfijcc^t/^^y 3—71^ (peg ) . -fc V fr* (hvj ) m 

t % ^ m £ % ^ \z. ft m K X V M&1%^ & M #> & f' #> ^ * ^ * ' u 

^zmmw t vx ra. 09*.^ ftrfss:^* — -^iH^^^±i5S 

fc£fig&RPMI1640i^l&. MEM ^il, ^<£>ffi, r<£> @ <£> #ffl US J# 31 
(FCS ) f ©tfi«?rffflt5 ^l)t^o 

mm$>x & <m&v. ^#>> 37°c©^{c jpa ufcPEG »«u 09*.tf 

% Apj^j^- ^-41000—6000 ©J^OPEG ^ISSriiS's 30 — 60 % (w/v 
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^^^-Y^P K-^f*, i^ol^fiiS. HAT mmwt 

ftttS^^^y K — ^ ^ <£> j&ffl (^Si^lHflS) 

~ ^ ^ *5 <£ "0^ ^ V — =. 1/ & ft & o 

Sf&fc. thy f^SfcSrin vitroT?Bf I^SSS fci: #l ISC 3§ 5& 

m<D\i Y #l £ t hX*% 5 ¥1-59878 #JRO „ £ bfc 

ft^stutu^ mm^wmm^mm^o 93/12227 , wo 92/ 

03918 . WO 94/02602 , W0 94/25585 % W0 96/34096 , W0 96/3373 

5 mm) o 

^ "f ^ y K - ^ * / * v — -t ;V $rC #: £ ffit # t" 3 » , ^ 

tt^^fi!^uTii«[$*. t irises* x&mm £ft 
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Til #1 *3fel§6) fc, ¥^tg^ (198950 7 £120 FERM B 
P-2998£ lt^^^^ r- &#&Kl2£<5# @^^?f6 $ tt fcPM-l#L#: 
/N ^^y ^BALB/c-^ £ 7 (DMl&ft I^A LTItK^H, 

ife, 10% t7 '>l&JSJfiL«f, 5 %BM-Condimed HI (Boehringer 

Mannheim ft) ^^TRPMI1640#i6, ^-f ^ K - ^ SFM Jgjfe (GIBC 
0-BRL M) , PFHM-II (GIBCO-BRL #) ^T*«il, 

35 §H W: * 7 7 p — -)r;V%iW t UT . ^L#at^^ Sr^^" ^ y 

K _^^^^ti-=^^u, 5i m ft ^ ^ * - *& ^ & h 'v. 

$r^V^-5r^^^#§ (fij Borrebaeck C. A. K. and Larric 

k J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the 
United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#f&) . 

-^^^ ^#:(DpII (V ) U^^^- K-t-SmRNASr^lSI-rSo mR 
NA<^gtte, &*Htf>;*F?£U 09*.tf, JfT~i?^mm>bm (Chirgwin 
, J. M. et al. , Biochemistry (1979) 18, 5294-5299 ) , AGPCifc 
(Chomczynski, P. et al. , Anal. Biochem. (1987)162, 156-159) 
^{^J:^^:RNA ^i!L> mRNA Purification Kit (Pharmacia^) 
m%®Lm U-CmRNA^liM-rSo QuickPrep mRNA Purificati 

on Kit (Pharmacia ») ^rfflV^S £ 5 mRNA* IS S fl « « £ 
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t tf* X % 5 o 

5 0 cDNAO -g^f* , AMV Reverse Transcriptase First-strand cDN 
A Synthesis Kit m&m^X'ff 5 £ t # T» # 5 0 * N cDNA<D-£-/$ 
*5 ± tf*BB 5 ^5'-Ampli FINDER RACE Kit (ClontechM) *5 
£T^PCR & ffl fc5'-RACE $fc (Frohman, M. A. et al. , Proc. Nat 
1. Acad. Sci. USA (1988) 85, 8998-9002 ; Belyavsky, A. et al. 
, Nucleic Acids Res. (1989) 17, 2919-2932 ) ^fffifSr 

t'iSo #fbnfcpcR t a «j t -r^DNA mFr&mmv, 
m-r% 0 b & t i- s dna o^sih^j^^^^^-^, 
mm&irifcfe'BMm (c n^) k-tsdna ^is^u, 

•^£38 31 fanning wftft, ^y^yf-> 7° * ^ - * - © mu m <o 

o 

i: LTA^^I^^Lfci^f laiil^f, fclfctf, (Ch 

imeric) #L#% t Mft (Humanized) t h (human) in,ffi& 

t & X # 5 o 
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A ?rt b#C#C fti$£r K*f« DNA fcjg^U, n^^m^^ 
4$ffffiM4*H#-»EP 125023 , BK#fFfflK^M##WO 92-19759 

#M) o - tf>i££ntf>3rfe£ffi ^x, #35.91 fz:WJB ft 
5 ^ £ t* # 5 o 

DNA 7 ^ 5 Ktt, P PM-k3*3 J: t^pPM-hl $ *K - 

05 7" 7* 5 K ^^-t" § ^> National Collections of Indust 

rial and Marine Bacteria Limited (Ferguson Building, Craibst 
one Estate, Bucksburn, Aberdeen AB21 9YA, United Kingdom) K 
1991^2 €-*NCIMB 40366 R t^NCIMB40362 t U X ~? & 

t h SHfc #L 'ffcte > ??1fij& (reshaped) t b#L#^^^£*K t b 
£Lfr(Dm%mm. flift^^^S^^ftitt^^i^ (CDR)^rt b 

m&fL^&btohtix^z mmw^mm^mm^rE? 125023 . m 

^#fFtHM^PS#-^W0 92-19759 #J&) o 
(FR; framework region) £ £ «r 1~ S ± 5 ff b DNA IB M & , 

y dt& ? u^-f- fePCR ScK: J: 0 ^^"T 3 . # bftfcDNA £ b 

^c#c mm&=*- k-ts dna ^v^ism^ ^-tzim* 

#fFmK^M##EP 239400 , BKWfffflW^MS^WO 92-19759 

CDR £^ L-TjSI^ $ ttS t b^L#:^FR«, *gffit£$:^fi^^ 
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(Sato, K. et al. , Cancer Res. (1993) 53, 851-856) „ 

t finite |«Htfi:, c 7 asaistf e>*b, Cyl, Cy2, c 

y 3XttCy4*ffifflt5-i:#Tft5. ftttX H: * © ft £ © 

hM^PM-l^^^^^^^S (H^ijf ^mM^ifl#-^W0 92-19759 
(scFv) lT7r-^f^/I^^SI^ 5 ^ T — &<D&m 

•r § scFv<ddnaib?ij # b a> m ft *ws\ s »sa^ii & &m m 

J*|!Efc:*ft*m?S> B , WO 92/01047, WO 92/20791, WO 93/06213, WO 
93/11236, WO 93/19172, WO 95/01438, WO 95/15388 £r m 1~ 5 
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r t & # 3 o 

human cytomegalovirus immediate early promoter/enhancer ) & 

m if 5 r. t *S T? £ § o 

^ ^ Ty* / V J /V*. J/$rv^ A-* 40 (SV 40)^© £ ^ rf 
(HEFlo) ft ^onffLm^J^**^^ 13 * - /^ J^^lf ~ & 

09*Lk£, SV 40 7° 13 ^e— * — / ^- >^ ^-V- — Sr^ffii~^^'o-> Mu 
lliganib (Mulligan, R. C. et al. , Nature (1979) 277, 1 

08-114), HEF1 a n^-9~/^>^ 1/ V - * tiDST % Wf& 

Mizushima h<Dlv^ (Mizushima, S. and Nagata, S. Nucleic A 
cids Res. (1990) 18, 5322 ) fcflg *. ****** * - ^ ^ "<? * 

<5 o 

H5i^^^5. tt», lacZ^^^E-- 

% araB/n ^ — * — & 3* 5 £ 5o lacZ^ p * - 9 — 

^fffltSi^, Wardfe ©"ij (Ward, E. S. et al. , Nature (19 
89) 341, 544-546 ; Ward, E. S. et al. FASEB J. (1992) 6, 242 
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2-2427 ) , araB^ p ^ — 9 -Sr^ffli~5 Better ib <D (B 

etter, M. et al. Science (1988) 240, 1041-1043 ) ^ X. Wf £ 

fcg££^5#^> pelBv-^^/Via^J (Lei, S. P. et al J. Bact 
eriol. (1987) 169, 4379-4383) ^ffl i~ tWi =t 0 ^P/7^A 

(refold) UT^^-r^ (fllfctf, W096/30394«r#JI) o 

I^SItuta, sv 40 , r*f s V * & 

(APH ) Ifif, (TK) tfi?, 

tyfy^r-y*^*!)^^^v^7i7-^ (Ecogpt) at 

i?t KplflTcif (dhfr) aft^^Sr^tf r 

o 

5^ H s T't5. ffifaUlk&fc <^^^^ ^ in vitro^o J; 15 in v 
ivo ©14i^fc5o in vitrei fctttt, jt^MSrlgffl 

ffl^5l4^^&§ 0 l!MfiHT!t (1) "S9L«3WHa, 0»J ^ # 

CHO , COS , BHK (baby hamster kidney) „ HeLa, 

Vero*2f, (2) |Sn£iS,«, r7!)*7^^HP«M 
, & 5 VMS (3) m&Mf&. W*-&. sf9 . sf21, Tn5 ft if # £p ft 
;ff #7 Iffl J3& £ U T , ^a^T"?"' (Nicotiana ta 

bacim) ft ^t33!3, £ & :& /l'* J£*|-**H ± <^o 
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MM'mi&tVXfe. WZ.&. y-yJjva-tX (Saccharomyce 

s)M, 09 X- # U" V # & - -fe X • ± U tf 3: (Saccharomyces cerevi 
siae) . ^^m, iitfTX^^f;^! (Aspergillus)S. $1 X. 
tfr^^/V^/V^ • ~jf — (Aspergillus niger ) ft 2f # § ftl ft "C 

liSHTtt, A:I§0 (e. coli), feff feftTVN§ 0 

^K^m § ftfclfflfl&Srin vitrot?^*i-S - £ * 5 #C£M § # 

ft^o mmt*\ &%\<DjjmKm^n ? o m%.&. mmmtvx, dm 

EM, MEM , RPMI1640, IMDM£r "T 5 - # s ^ * * ^JftJMifiL* (FC 
AVfeMm,$:W}W<DMti£^~- : &~t~Z. k^X*). in vivo &T^Lfr«r 
— in vivo ©l4IHtft iftlrffflt514^^«tl 

^V>S^i:^"e#S (Vicki Glaser, SPECTRUM Biotechnology App 
lications, 1993) Q lA^Tft, ^n^^KH^t 

r ft bot^x»«^#m^^£*A mmxtemwvfc 
^^oiSftSLfl-^s^te^^fts^s^ 3 - K-rsate^ 

t^^iAtSo JE & L 3 s 5> £ * ft 5 h^^^^x-f 
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9 -Y^Xfesto^-M&MtklrZ ?L iff M © 1ft # & # 3 „ h 7^ 

^ i? =r. ~ y * b!4 § BfM©^L#:^^tP?L^i^iiJP & 

* 5 * x jgH * /i- ^ V £ b^^Xv ? 3 i-^^-r a r{-'Kffll-"C^ 
(Ebert, K. M. et al. , Bio/Technology (1994) 12, 699-70 

2 ) o 

p # ^ /px^r^-r =i f& tfe & * , i tf> # ^ ^©#Ii 0 Bf S <D 
£#3 (Maeda, S. et al. , Nature (1985) 315, 592-594) „ £ h 

^Jx.{^pM0N 530t#AL, n © ^ 9 — £ Agrobacter ium tumefa 
ciens ©i^^^f!)7ClAt§o C © * T V T & 9 * =» , 
0«;ttfNicotiana tabacum m«Sfe£^ ^i®^ 
#Sr#5 (Julian, K. -C. Ma et al. , Eur. J. Immunol. (1994) 2 

4, 131-138) o 

5 \Z. in vitroXfiin vivo <2> |g £ ^ t£ T # & S ^ 1~ § 
*n:#:m^ (H #1) Xte^lH (L HO £ =* - K"TSDNA SrS'J* 

fcS i*5i^L K-f-SDNA &J£-©3§3!^* 9~K 

WO 94-11523 #J&) o 

ttt, Fab, F(ab')2, FvX ttH# £ L# ©Fv&jg i§ P - ^3t*t 
Hfc^^^^s'f ^ v (scFv) j&S^fefffettSo 
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^JJE$-£3 (WzL&s Co, M.S. et al. , J. Immunol. (1994) 152, 
2968-2976, Better, M. & Horwitz, A. H. Methods in Enzymolog 
y (1989) 178, 476-496 , Plueckthun, A. & Skerra, A. Methods 
in Enzymology (1989) 178, 476-496 , Lamoyi, E. , Methods in E 
nzymology (1989) 121, 652-663 , Rousseaux, J. et al. , Method 
s in Enzymology (1989) 121, 663-66, Bird, R. E. et al. , TIBT 
ECH (1991) 9, 132-137 0 

scFvte, #l#:c7>h my mmth nv i^^iints 

0^b<f±, ^<y=f- F y V# *- ITlS £ (Huston, J. S 

. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 
) 0 scFvfc*3fr3H IftV $ti^*3 J;r>*L ilV £J£tt, _hlB£rL#£ tt 

^^f K!J^*-i:Utft, / ^12-19 iS^&'feS ft 

scFvSra— K-f-SDNA te, Bif fB -(tl #^ <£> H H ftV i^lrn 

- K-f-SDNA , *3 J; L L - K "f" § DNA £r§l 

ii b , ii, <£> IB © 5 %cdB)tMc£>T5; y ^SB^J £r = — K i~ <5 DN 

£ fc, _§.scFv£ =t — K"t" 5 DNA *W3f , -^tbfe&'a-^ 

£ & $T 8? fc: =e& o T#5 - £ # § ~e # , ^ © # ± ^! T ^ 
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^#©fi«iUT, ^!Jxf l/y^l)n-/V (PEG)^<D#«# 

o 

7°PT-f v A $r v -? v 4 yG # ^ a * # if £> ft 5 
/bt-Y yA # 7 A^!:fflV^5fi#i: It, 09*.fi£, Hyper D % PO 
ROS . Sepharose F.F.f^lf^S. If^^^^f 

■5 ^ CD TM^ ^£ V N 0 

^ ^ 7 j — , j^TK ^ XX ~? h ^ 7 7 J — „ £W ^> ii # ri § # ^ H 5 o 
- ^ © ^ pt ^77^ - teHPLC (High performance liquid ch 
romatography) fc5tiJSU#5„ * , 38**BHPLC (reverse phase HP 
LC) %fflV^Tt J:V^ 0 

t)ff 5 r i So !R3fe*©SI^t-«t5#^t!:t±, PB 
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S(-)t*3iS fcifcWl U^C^. 280 nm<Dm.yt£. 1 mg/ml Sri. 
35 OD £ UTlPtBI-So *7t N ELISA £ 5 » f± U T <^ £ 5 fcflO 

jltsr iis^ts. O.IMIMIISS ( P H9.6 ) -e l 

li g bfc^r^rfeL fc MgG (TAGM) 100 M 1 %96fty°U- 

h (NuncM) i-iP^, 4 °CX* — Bfe^f ^^r^-<— a V #L&&@ 

-frXttiftfrSr^tP^^^'^^ feM^gp^ttt MgG (CAPPEL 
$1)100 1 Ir^iB ^?fifcT HtK^y^a^— >a ^t5o 

5ooo^#f^ ifc7/v* v y ^ t *—&mmfo t Mg 

G (BIO SOURCEM) 100 /z 1 & JO X. , ifilCt l^flS^ ^a^- 
M-3o ifc^, SStl^JPt^^^^^"^ 3 MICROP 
LATE READER Model 3550 (Bio-Rad M) £J^T405nm -C©!ft3te* 

loIL-6©4tf^^^14*^i^*^tlf T'feSo IP*>, IL-6 
iJfc&ttttlL-eS&ttfc** U IL-6 jR#BJ 5 # , IL-6<D£% 

IL-6E£^#:te, IL-6©7 ^ / ^IB^J<£>T 5 / f iilrf tt5 - 
K X <9 «^IAltffl^5. IL-6^:^#:<D h t ft 5 IL-6 

IL-6T* § o 

IL-60T 5: 7 ^SB^iJ ^i^O^^r V > # 7 * # 
k X. fc£ , WHATIF (Vriend et al. , J. Mol. Graphics (199 
0) 8, 52-56 ) ttm ^X^(D=.^mm^^W\ L v £ Mcfi^5 

26 



WO 2005/089802 



PCT/JP2005/006202 



9 T 5 / t^Ii^tiS J: 5 ^»^#At5 -^-i^ IL-6B£ 
31^* ttrfBm*fex.M#L#:tf>35 3a> g £ £. «f # 

IL-6B£^#:<7> Mfcffii t LT , Brakenhoff et al. , J. Biol. Ch 
em. (1994) 269, 86-93 , ^t^Savino et al. , EMBO J. (1994) 13 
, 1357-1367 , WO 96-18648 , W096-17869&<1 PS ^ $ %b X V^ 5 0 

*mWX*mm $^5IL-6^^-<^^ KX«IL-6^^#:§P^-<^^ 
KS3^ IL-6S:W#^fe 3 V^ «:IL-6£ (Dffi-&ffi&&^ S.oIL-6 

X ^IL-6S^#:§|3^^^^ K»IL-6g^#:X«IL-6^^^ £: frl 
h & mU~t& lL-6(^IL-6^^#:^0^^^#^^{-PJ.W 

IL-efl?^^^^ KX^IL-eg^^^^^-T 0 ^ Ktt, IL-6XteIL-6 

i 5 Jfe^^f Kli, S#10~80, U < 20-50, ii9^^b< 

f±20~40{ii © r 5: /maS^feftS. 

IL-6^^^7 0 ^ KX^IL-eg^^^^^^ 3 ^ Ktt, IL-6XttIL-6 
gf^©7> y ^@B^.H-*^T, IL-6^ IL-6^^#: £ 

J: 9 ftsJRI-S fcfSx ^SI^^T"^ KSra- K1~5DNA ga^JSr^S 
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flf;ii#jSi99i¥fcflB«©*«feKiiptTff ^^^a:v^. @*B^j£ife£ u 

K©C *«}^^t5T^I§g^H, a- / Sit; 

KJSmtt, Boc jifeT-te? j/^7K*Xtt b y 37^:*-* ^ * ^a-* ^ 
gg£r, XFmoc^l?«TFA ^rlf ^V^5 r i: ^ T 'f 5 0 Boc 

So Fmoc&TMS, fclfctfTFA * Ji IB t m M (O mfc "T? ijftfttil 

S JS R ^< :7° ^ Kft«>^^'** i 5>^^0WfSlS*ff5 - k&-V% %>o 

28 



WO 2005/089802 



PCT/JP2005/006202 



Knf^^^^r, i?**^? z>$r^m.m$t, r$.yn 

2P2-188600, #18^7-324097, # IB ¥8-311098i& * S# tF&^US 
5210075 fcUfi* £ tlX^ 3 o 
^ISKffffl IL-6T =f = ^ h ©IL-6V^-?-7l"j5&l&£F 

fclBU IL-6fe#'I4t h#ftJ3« (S6B45, KPMM2) , t h A- h 

T y ^^°H1IHJ®*KT3 , &3 VM2IL-6#i#ffi#fflfl&MH60.BSF2 
£;h,fc:lL-6«r«Sjbn U> mmfclh-6T l"? h 

o 

IL-6g^#:|^m#fflJ^^feSU266^^* 125 I **IL-6 

^#3§m«*-^ U/t 125 I «WfcIL-6£«!l5£-r5o -hSBTyfe-r 
3U£*5V^, IL-6T =f h 5 *McJP*.IL-6T ^ * 

*£Jfc*fct-*ttfIL-6T ~* h <DIL-6P£^?tf4Srl¥«-r 5 - i 
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IS^^It, B)Si*i&tt, JfilBrt^l*, *M 

0(co|#:ll kg&fc 9 0. Olmg h lOOmgO f5 IS S Hf tl> 3 0 &S 
VM*, m#&fc «9 l~1000mg , U < tt5—50iig©fi!#**a-SS 

V) ,. ^-ffcftjftfll Htii, kgJbfc 5 1 J ( 4 SlUTI) K0. 

5mgJ&* e>40mg, * U < « lmgd> 20mg £ 1 HI ^ h Wc E # it T , 
ttf20/l, 10/1, 10/21, 10/4l^^t4^^ 

pits n i: Bll^^feSo 

y Fy, # * *s tf — jv y — , ^^^^^^f/vt^p-^ 

f V , ^ f /l' *fe ^ 13 ~~ * ^ if /I't/i'B'-^N D- V ^ 3f A , T 

^ y 3 — , ^!Jxf *7 ir y ^ , ^ 7 7 ^ v , 

30 



WO 2005/089802 



PCT/JP2005/006202 



77 7 1)^7/^-^, XT7U t Mf7/V^^ (HSA 

PJI £ <5 % <£> & 0 

m & r. e> k m m £ ti % h <d x* ft v^ „ 
(i) ^#:H^ffr^ * * ©wt^aiiS" 

4«^C57BL/6J^**cFfc:*H^ ^#A#ttf B KlWttJ3K#S*S (A 
BR) HI J:5J»^J?Bfl^«:ff ofe„ 99 S BU K tt v' 9 ^ ^ (Xyladine) 
*3 £ * $ ^ (Ketamine) <D M Jfi ft <£ 5 + # * $t * <D 

5 itt4^#^^ (abr) <d mm. ^ u^o abro?iij^ 

ft, PowerLab system (^TVl^ : PowerLob2/20 , ADInstruments Cast 
leHill Australia) <D Scope y 7 h £ ^ T — © waveform storing^, 
^stimulus control^Jl V^*TV^ EEGtf) fB ft tt *B fl£ ^ ±t fB igi t 
al Biomap system (,^"f;V : BAL-1, Tucker-Davis Technologies F 
L/USA) SrJ^-Cfrofc,, #fU#«, ^ ? x 0^^5lf31#A 3 ftfc 
# y ^ — §g ^ tf — # — (^"f/V : ESlspc, BioResearch Center & 

31 £ & T T 5, a ^Real-Time Processor! t^Programable Att 
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enater (^t*/^ : RP2. 1 and PA5 , Tucker-Davis Technologies FL/U 
SA) m J; 19 Ufco W V^/KOjffl^ J± Sound Level Meter (^'T r 

: LA-5111, Ono Sokki #t«*/B#) £IBV^TfTofc 0 fBitOfc^ 

fbfCo — jKfc, ABR#E7£r*s 50-5000 Hz^ V K ^ * 7 4 /V 9 - * 
y*r 4 ^S:MV^T40,000Hz(Dih ^7° y ^^31^X12. 8ms© f H 1fB^ U 
9Hz(Djl?^m^*5«' ; 5 256fiJ^:^b<D^^«r^^'ffcUfc 0 ABRgE?^ 

ti*HSS*B^ £>T 5 -dB SPLMBT*. X* # * < * 5 * X 

tB^Lfco mmmmvfcftte^TLfe^vmtiimfe 4 kHz. i2kH Z ^ 

i^20kHzO3@il i 0>J»;ft|B|ft«:«l)£ Ufc„ 

( 2 ) Jiflfc^^/KOfls/fc 

W#£ffi^fii b-CRION^-^V tn!) AA67N<£> 

^**V*V>f XS:fflV\ ffifiSSS^UT SONY SRP-P150, F0STEX 
D-1405^ £ o T if fig U © *> , #^J12cm(DX tf-*-T'gKSBg 

(CASELA*± CEL-231KX^2mm<D^^^^m^W\^) U 
T&V^c^MtX, 2B^^^^^A#^ Vftio Hr«H* 4 kHzSPL^Octa 
ve band noise&JBV^o £ it , * # & f£ ft ft S. f+ & g # , ti 

( 3 ) m^JS-^- 

_kte (2) it*A$3 it/Bo 2m\zt>\rf, -rz-^frfc? 

v MgG 2Bg/body*feri MR16-1 4 T'iS U #C IL-6RA M 

^#l#0 2mg/body^r#^ O^X^# bfc 0 S4(^lttS, W&f* 
»iU (4) ©J»^jfflS«rJ»*.S4T?*#fcH:#»t-*5«-5l9:# 
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ft m & K h K U & i>* o o 
( 4 ) JB^HUfitra^ 

o 

( 5 ) ^JH:^$?#f 

of@#:0±fB (4) T?#btbfeJ|S^ ^ ^ -bIB (1) ^mhfb 

Hi {±4 L- o 



1 



m m m & 




MR16-li£#^ 


«{«^<^ 


4kHz 


22. 5 


37. 5 


-15 


12kHz 


35 


27. 5 


+ 7.5 


20kHz 


55 


28. 8 


+ 26. 3 



mm. 

notropic) , =* is h ** -^i^©**fiT)i J 4kHzfc*# < , - 
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K X 5 h k m W X # 5 o 

IL-61/t^^-^t#:t4PT'lt, 12kHz, 20kHz k , 

# isaa^ © , -r I*! ^tt ©iflt & § MX {ST 

a. 

3 — 4 MfpSD^ y he? IrlV^HJI^ 1 i HHH <fc 9 J£J& 

^f;^^ilfe t ^#A^itt#. 3B#r*l^ 6^nt, 12^ 

#, 24BfW^. 301, 5 01, 701, 2 8 011:, ^ * <D ^ 

RT-PCR^C £ 9 U7t 0 ^Jitr^Hl 2 fc^tc H2a»^^5J:5 

^, ^#^^^^7K^^^^«TNFa , IL-1 a, IL-1 j3 , IL-lVt 

_ T ^ rf - ^ h (IL-1RA) , IL-6<D3£5I.^-h# V^c 0 — 
^, IL-12 P 40*5 J: XfGH-CSFOft^&mito & o „ 

#Cfc, JSiftjRT-PCRScfc: «t 5 TNFa , IL-6, IL-1 j3 © & B# l& 
^ ft & $'J ^ L ft „ ^*^JRT-PCR«, ftfttt=t y h p - ^(reference 
gene) L T 18SrRNA£r ^ffl L , A ACtfeia H ^i^M tfe. 

3 —0 5 fc^-f o H3"-H5i^6)^^5 i 5, ^mV\-%'& 
2 4Ptf B 1*10¥«fc^ll©t°-^ Sr^-fTNFa , IL-1 jS ,IL-6tf> 
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#|J # £ fit ffi l, 4% ^^^/^^T/I^xt; Ft6^fl@S> 0. 5mol/ 
lEDTA?KteTflft0C-t-5 r £ T?#fc^#:£r, M # ^ * £ ffl V^ T & 1M 
^/ft^^yh (CM3000,Leica*L)«:JBV^7ji«fffc:-5J5 

Sfe&fcfSVectastein ABCkit £ #1 U , DAB^ %&&ffl\/^X$&&&' : & 

£U£0»J 1 t C57BL/6J-^ ? ^ d» fcl24dB<£>3g 2 R# Pal 

H!^^MR16-1 2mg/body£ fc » 7 y MgG 2mg/body & 

ft^^rltHUtn^f^lr^tiiU, (apex) . m 2 ®tfc ( 

basal) M^tf. #^l:£*^b@JKbt^^-frfc 0 Western blot 
total STAT3, Erk, Akt*3 £ y ^@HfcSTAT3, Erk. Akt 

©M^iS^fe. itei4H8l^t. m 8 <5 «fc 5 % *f 

flSP^gt < 18* btt5 y ^SMBSTAT3, y ViHbErk, V ^BHfcAkt 

- Or^Jfl Hifcfll 2 £>*£IM-S<3# > ^Jfcfll 1 UfcMR16-10 
4^ 1*1 T? 3§ 3g i~ 5 IL-6V j/7*/K^MR16-lfc J:5il'Jll^^f 4UTV^ 

Yamasaki h (Yamasaki, K. et al. , Science (1988) 241, 
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825-828) Kn^m h fhfclh-Q^mW & =* - K "T 5 cDNA& ^ t? 7" 7 
*5 FpBSF2R. 236&J3V^T, PCR <£ «9 pj^tt IL-6^#: 

Ufc 0 ^7^^ KpBSF2R. 236^$IJ|31^^Sph I t'MU, IL-6^ 
^#:cDNA«r#, ^n^mpl8 (Amershamg) Att 0 IL-6g^^ 

cDNAte* Kylr«At5 ± 5 t-x-f ^Ufc-^^ 

7-f v-^^V^t, yif hn^a - ^ ^a^^^^^T 1 A (Amer 
shamM) PCR ^t?IL-6^^#cDNA^^^^r#A U^o ^ <0 

Sfeflsfc £ Mh^^Ky^r^ J H345 (O^S^^A^tt, pT^ 
f4lL-6^^# & — Ft" 3 cDNAflS# htltc 0 

pT^'|4lL-6SW#^cDNA«rCH0 j|fflJ8£ "C^^i" 5 * ^ ^7^^ F 
pSV (Pharmacia^) t i£S§ $ * , ^9*^ KpSVL344 £#fc 0 dhfr 
(DcDNA^^-ti>^7 ^ ^ KpECEdhfr^Hind Ill-Sal IX'WWi V1t*Sfe 
'14IL-6^W#:cDNA^#A CHO #KJ©3§m ^ 7 * 5: KpECEdhf r344 

10 m g^^7^5: KpECEdhfr344 £• dhf r-CHO^ffl ffi, #cDXB-ll (Urla 
ub, G. et al. , Proc. Natl. Acad. Sci. USA (1980) 77, 4216-42 
20) ^*^^9A7t^7i^f hifcftife (Chen, C. et al. , Mol. 
Cell. Biol. (1987) 7,2745-2751 ) ^£9, ^^^7x^1 
fc 0 F 9 y m ^ J. UfcCHO liBJJS SrlmM ^/t/^ 5! ^ 10% 3S#fFC 
S , lOOU/ml y^i^ 100 /z g /ml h^/h^^^ 

V&^t?;* * I'tf-V F^F^a a MEM 38 iR # 31 *ft "C 3 L-fco 

5@jX£^fcCH0 mm^m^-^^mx^^ y---y?v, ¥-©ch 

0 &ffl m * * — > & # it o r CHO fflU j& * * - V £ 20nM~ 200nM <D Wk 
U&«5E27Sr»/t„ CHO $9 ^^5E27Sr 5%FBS &<£t?^ * =* ^ 

^3*t* (imdm, Gibco m) xmmvtco mm±m&mwv, 

mm±flt ^ pT^ffiIL-6^^#:^^S^ELISA X M b „ ■=£ (£> 
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10^ g tUL-6 (Hirano, T. et al. , Immunol. Lett. (198 
8) 17, 41 ) ^7M^F £E^T a ^ h t t fclBALB/c^ £ X 
jflL»^fc«fcIL-6SE#3flS4ftWe* * aiWftfciitLSr 

a -/H500£r^T 5 ^ * - ^ £K B£ *fcP3Ul 1 £ * « ~? 9 

p — ^SrHAT JgFUifc ^ 5 Oi (Selective Methods in C 

ellular Immunology, W. H. Freeman and Co.,, San Francisco, 351, 
1980 ) l^otiiRL, ifet HL-6tt#ft«4t5^>f^P K- 
Sr W 3£ U fc 0 

b il-6#l#& S'^ -7 V K-^ttTfB© J: 5li:ttl 

L-e^Ts/t^f &38Ji*ofc. -f-fcfrfc, \?^AsM<o9 

^ a ^ — h (Dynatech Laboratories, Inc. , Alexand 
ria, VA) & 0. 1M© carbonate-hydrogen carbonate^PI^ (pH 9.6 
) 43 100 ju 1 ©"Y^fet^' «> * Ig (10 ju 1 /ml, Cooper Biomedical 
, IncM Malvern, PA) «fc !9 4 °C "T? 8fe =1 — b L- 7c 0 JfcV^, ^ 
V- h ft 100^ 1 © 1 %«>^JliL»r^^5 ^ (BSA ) SritrtfPBS 
£ X> T? 2 B# HQ a b o 

-tb^PBs -T?^#bfcm, ioom 1 <d^47v \?-^mm±mz 

X, 2000cpm/0.5ng/welli ft 5 X 5 125 I **»*SiIL-6«:#^ 
^»L, «5^U^*#^©ifel*©i4*^^^* * (Beckma 
n Gamma 9000, Beckman Instruments, Fullerton, CA) "CiS^^ 
216 ^ <4 ~? V K — 9 v — ^ <D 5 % 32© 4 7 V ? * — > 

j-t^ffciD ittT'^ofc 0 
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1-5jrnL-6|n;#:MHi66 teigGi K ©t t^o 

oV ^T\ IL-6#:#tt^?*'W K-"^^ * - VMH60. BSF2 & 
i^TMH166 ^H:(:J:5M^!J K - ^ <^ if^S fc: Bi*t" S * ft £ 
|®^fc 0 MH60.BSF2 #fflJS&&l XlO 4 /200 m 1 /ft 2: 5 -fc 5 fc^ifc 
itt^MH166 ^#:^^tff- V^/I^^*P^, 48B# Hfl i£ # U , 0.5 
ix Ci/ ft<£> 3 H ^ 5: v 5 iV (New England Nuclear, Boston, MA ) £r 

— ± \Z $o ^ , g gfj — ^< ^ ^ — (Labo Mash Science Co., Tokyo 
Japan) t®ltfc 0 n y b p-;i/i: Ut t¥SiIL-6$i^?r^ 

MH166 tft#fc*IL-6fc: i U if ^ ^ ^ 5 MH60. BSF2 *HflS<D 

166 £rC #: tt IL-6tf> 7&'l££4> ft t5 - £ & K t o 0 
3 . *rTt h IL-6^5£#:*xi;lfc<^ll© 
Hirata^O^fe (Hirata, Y. et al. J. Immunol. (1989) 143, 
2900-2906 ) \z&Y)ft&V1t&lL-6&&fc&ft*T;iB*mZrtzZQfe 
c$ ~& f£~te 7 X 13 ' — ^ 4B (Pharmacia Fine Chemicals© , Piscat 
away, NJ) t Witt O b fc jftS o T «f«- * * , IL-6£## (Yama 

saki, K. et al., Science (1988) 241, 825-828) £»SLfc 0 t 
b ^ 3- p ~^|0^^U266^1%v ? 3 s h - V (Wako Chemicals©) , 10 
ilM)x^y-;V7^ (pH 7.8) *3£l>*0.15M NaCl^r^tflmM p- 

y K (Wako Chemicals©) (S?^ h = V«fff«) * ? 
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BALB/c-^ ?7 ^ &3 X10 9 ffiOU266^fl&a> &#fc_k!B^#»$iiIL-6 

^^TIL-6^^#:-©^^^ffiSrP^^ 0 5 7 10 7 j@ © U266IB Jfe £ 
35 S _^ sf .j t ~ l/ (2.5mCi) _hlB^¥ h -VifS^^. 

^ftL/c 0 pT^jt: UfcU266||HJ& £0. 04ml^S^-fe 7 T * — * 4B If — 
X £^£^fcMT18trL#: fctft^U, ^©t£, ^^hs^ftff*^ 
m^#-L, 0.25ml©5^ h ~ (pH3. 4 ) m ± 0 3 5 S 

^^liIL-6^S#^^tH $ ^ 0.025ml ©111 Tris (pH 7.4) 

0. 05ml^^-l' ^ y K — -tit ^0. 01ml (DProtein G t7/P 
(Phramacia S) « U fc 0 W U fc * , * 7 T n - * £ _h 
IB tillfcO. 005ml <£> 35 S «tt IL-6g##»»C £ t is**. 
^^ hV f Co fa^ifc^mM ^SDS-PAGE^^W t, IL-6S3£# £: 

y p_ ^ # xx — vPM-1 (FERM BP-2998) &MtL U 0 />^f^P K — 

L-6(D|g^|5£*?g'14^ t h 5 ^ p — *■ fl& *feU266 Sr ffi V^W^fco 
t MIIIL-6^^iIi!)lI^ (Hirano, T. et al. , Immunol 
. Lett. (1988) 17, 41-45) . V V - ^ ^ * - M (New Engl 

and Nuclear, Boston, MA) K X X> 125 I^B$Ufc (Taga, T. et 
al. , J. Exp. Med. (1987) 166, 967-981 ) „ 

4 X10 5 1©<Z>U266,«£1 NfP^ 70% (v/v ) (D^^^V 
PM-l<DJ&#-htf*3 «fctn4000cpm<E> 125 I SllttIL-6fc t % U fc 

70 ^ 1 <£>f- A00fj.i<D-^^^^y^ — Vifry ^=f- 

=u~zr\c 300 m 1 (DFCS J:l:l«L, ^'b©t, fl& Jt <D Jfe M ^14 
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^©gl, ^4^V K-^PM-l^^^-T 3#C#te, IL-6©IL-6g 
Saito, T. et al. , J. Immunol. (1991) 147, 168-173 fcffifc© 

^ £ T^jgteIL-6g^#&g£1~ : 5CH0 3WflSSrlO%FCSSr^tf IMDM 
_h|BSaito, T. et al #J£) SrAffigel 10^A- (BioradM) @ S 

b {3 7 n V h T a. ^ V K *eii*n^feffi ^ 0 45 0 B m 7 y 

h If HilWJ^^r^^ 2 xio 8 fliSrl xio 7 j@ © ^ * * 5 ^ t= - ^ 
jNH a&P3Ul i: 50% CDPEG1500 (Boehringer Mannheim M) 4r%t>V^T 

sfe^i <9 mmm&z^fefe^ hat iti&^-c/w^ y k--^*** 

y — ^ -y sf u fc o 

^t^gt^y MgG #l# (CappelfJ) Sr^-hLfc^lx-MO 

t^7r?-^I»ty^JE!?t^igG £§elisa ifcfcj; r> V 

& 2 nKD^^^^y-^^^^fTV^, m — © ^ ^ y K _ * - 

V&#fCo - <£> ^ * — ^ &MR16-1 i: £ # it fco 
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It 5 ^?n?£f££rMH60. BSF2 (Matsuda, T. et al. , J. Immunol 

(1988) 18, 951-956) SrJBV^ 3 H f- ^ v? V CO & & ^ p *< it . 
96^7 m/l^T 0 I/— h &CMH60.BSF2 JWlSSrl 7 10 4 flg/200 /z 1 / ? ai ^ 
£ * 5 i 5 Ufc 0 r. (O ~7 h fclOpg/ml (D^ ^7 ^IL-QtUR 

16-lfei#X^RS12^#:^12. 3~1000ng/ml #P ;t T 37°C . 5%C0 2 T*44 

mmmmvfrtik, in a/ t? ^^<d 3 h f $ & i/&M%.it 0 4 mm 

fcfc 3 H Z?l/<DJ&7&fr&mmVfc 0 ^(D^*MR16-1^l#:«MH60 

. BSF2 MU<D 3 H <f~ % i? ^m&fr&wiM Vtc 0 

Ufc^oT, ^4^]) K-^MR16-1 (FERM BP-5875) # 5 

& o „ 
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m :?£ <d $5 m 

. f**^ 2 IB* ©teat** £T>*/£fc te^&££'Jo 

6. firietfrBMa*, t^x.-sum, fcteMVo&Pi 

o 
o 

10. MIBIL-eS^ftfc^-rStfctt^ ^ * * IL-6g:^#:fc^ti- 
^ n-^/i^tt-cfcS, ft ^^8 fclB*fe©?&J8?*5 j: xf/&tc 
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12. Iff IE h IL-eg^^^^t^S ^E-y 17 vt PM-1 

13. ffrfB £ ^ IL-6g^#a-*f-T 5 * / * * — ^/^^M*. MR 
16-ltrC#:^fe 5 , |t^^l0^fB*^^^*5<fct^/*^^^I^^Jo 

14. ttrlBIL-6g^#:{-M-r 3irC#:^ IL-6^^# 5 ^ ^ 

#: ^ . m ^ ^14^ ib« <d mm & x -a/ £ tc « ^b£3<j » 

o 

^ttrt^^. ^Hitt^i^^, wmiturffi mtctemftmmmfcMm-t 

1 9. itii^, gsssta-im, ^Attna^^^awiis^fe 

o 

2 2. |ti|BIL-6T V ^ h ^ % lL-6g$$#fc*f*t-5#L#*e& 
5, ft*:Sl6~2l<D^1*;ft;^ 1 mteW>M(D$.J% ° 
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? v *--T/U$ifcX« h Z> , If ^^22Hl|BSfe0^ffi o 

2 5. tfrlBIL-6^W^^*f1-?> tn:#^^ ^ ^ IL-6^^frfc*f 

2 6. flrflBIL-6g&tf: 5 «ftife^.Stn:flc*tf*>«s It 

jfcJg22~25tf>V , »i";h/3&* 1 ^(-FB^^^fflo 

2 7. iJBfc b lL-6^m^i^Mir % ^ J 9 v —1r fV^fofc ^ PM-1 
^t#:T?fe5> ft ^ ^24^12* CD ^ffio 

• 2 8. tfflB-^ # * IL-e^mfafcttir & ■=* / * I* — ^-A-}tl£M s > MR 
16-l^L#:^fe5, W*^25fcfE«c0^^o 

2 9. t(rlBIL-6SW#^^-t-5*n:#3& s , IL-6S W# 3 * * 
9%tfc, t MftKfttfclik h*ii#:-efe6, If 3£:>S 22-28 <DV^ 

30. fSrfiBIL-6S^E^Ki*f*t-5 t h Mfc$Cfc&. t MftPH^L 
If ^^29fcfS*co^ffi 0 

3 1 . IL-6T J/* = * h ^Mt^f 4t5 :^tA/T^5rt 

xftp^i^^, {biit4i^^^> ffiflgc##5f * 5triJ»#iKJt*^jSHi" 

o 

5. If^^32^f2«cD?^^*5 t 3:^/ / *fc«^ll&^fe 0 
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35. mmmmx*hz>, m^msiKmmomm 

3 7. tuSBIL-6T 1/9 =t ~ * h 2 s * IL-6g:^# K Mir 5 *T? & 
3 8. afrffiIL-6g##fc:*fr*r 5#t##, IL-6S W# K: 5 ^ / 

3 9. TttTfBIL-6^#:^M^5*n;£M s > t h IL-6gt^!u^t 5 
^ y ^ p ^-^-7^^c#:t? fe 3 , if jfc:5(38fc:|B*i©?&Jfc*5 J; / 1t 

4 1. fcfr «B IL-6S 5 *- *tf *> 5 , ft 
^^37-40© V^fr** l^telBfcOf&afc^itf/^fctt^Bfr^ffio 

4 2. iiftiB t b IL-6S^#^^t-S ^ / ^ » -•TW'tffctttfS, PM-1 

4 3. itufB^ ? ^ IL-6^^#:fc^-r ^ ^ / * 13 -^/^-^M 2 . MR 
4 4. TtftSBIL-6S^#:J-^5*>t#^ IL-6^# fc^f 5 ^ ^ 

4 5. MIBIL-6^^#:^Mi-§ t HW#, t MftPM-lSi 
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Fig.3 
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Fig. 5 
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Fig. 7 
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Fig. 8 
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